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NDA 84-321

MR 23 190

~ Beacham laboratories

© Attention: lee Howging
501 Pifth Street

Bristol, ™ 37620

Gentlemen: _ , :
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In compliance with your request and in accord with ssctione 314.115 of
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mA 84-321

6. Inclunde informagien em containers aad elesures.

To expedits tha preceseing of this applisstisn we are requesting samples
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testing (seting the comments as abeve).
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. TAILEYS (Comtre)l Precsedures)” tevised te provids fer the
3 ensess of eslshicins.
2. A full dsssriptisa of, and the data darived frem, otuiies of
the stadiliny of the dvwg, imalnding your intamg with respect
te expivetien dating.

rmm-mmmmy.

HFD-13

R/D init. Jul’yer, lﬁife 11/21/74
Final typing bho 11/21/74
rev. w/ £

W@/e/u/ »/ oL %{ﬁ:q

L v~ [

REST POSSIBLE COPY -




-

:

JUN 31975

_u
~

dated Dasember 17,

_

our soview of this siiweristed naw doug appliengien.

|
3
|
;
:
i
|

for ast fnsluiiag dfs~
re: Item II, ml "'l m",.,..—mmm

|
_m |
_mm ~: it

BEST POSSIBLE COPY



w .
.wﬂ _m “_m
nwmu Mm_ _

1,
m m*a mam _




Beecham -

laboratories -

EXECUTIVE OFFICES 50; FIFTH STREET. 8RISTOL., TENNESSEE 37620 615-764-5141

NDA‘84-3?-1 :.
NDA ORIG AZENTVENT

February 4, 1976

Marvin Seife, M. D.

Director ‘ ‘

Division of Generic Drug Monographs
Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville,” Maryland 20852

Dear Dr. Seife: o : A -t

Re: NDA 84-321 - - Probenecid with Colchicine Tablets : .
Your letter of January 30, 1976

' The above referenced letter apparently contains the uninterpreted comments
from FDA's testing laboratories regarding the analytical methodology contained
in NADA 84-321. I would like to offer response to those comments.

The laboratory noted that some ''interference' -was present in the U. V,
spectrum exhibited by the assay solutions and concluded the methodology
was ''unsuitable for regulatory purposes.'' This conclusion is totally
unwarranted and unjustified.

The chemist himself acknowledges that the method gives satisfactory results

" when appropriate adJuBtments are made in the instrumentation. Anyone
familiar with . : knows that each instrument,
because of peculiarities in column packings, will exhibit different elution times.
Therefore, minor adjustments must be made to offset a given column's
individual characteristics. When the chemist did so, the presence of
'interference' was removed and the method performed satisfactorily.

Now to approach the question of the nature of the ''interference,
the letter SRR

. .@any injection beipg made and this same inte
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Marvin Seife, M. D.~

Food and Drug Administration
Page 2 . - ‘
February 4, 1976 =~

The chemist thus aélmowledges that the 'interferences" were in fact originating
within his instrument and yet he continued to attribute them to the methodology
being emplqyed.

Dr. Seife, we believe this application should be approved. Therefore, in order

“to preserve our rights under §314.111(b), we respectfully request your timely
consideration of this matter. ‘

Si rely, .
;érnest w. Qornett t ‘
Manager, Regulatory Affairs

/be

Certified Mail - | b
Return Receipt Requested




Marvin Seife, M. D+
Page 2 '
August 11, 1975

Re: NDA 84-321

With this commitment to use _ for quahty
control analysis, Beecham will be relying on two highly specific systems te
identify colchicine -

Therefore, there is no poss1b111ty of the presence of colchicine being

obscured.

. , | B

The F DA laboratory reported a Tgg minutes as dissolution time and noted
Beecham's certificate of analysis gave a value of minutes., Beecham laboratory

personnel have repeated the analysis, and confirmed the reported Tqq time of
minutes. We cannot explain the difference unless perhaps the FDA laboratory
was either using simulated gastric fluid as a dissolution medium or following the
NFXIII, Method I, which employs a Rotating Basket Procedure. Beecham's method
is based on the Stoll-Gershberg Procedure, NFXIII, Method II, and uses simulated
intestinal fluid without pancreatin as the dissolution medium because probenecid is
practically insoluble in a water and acid media. For your convenience, sg:"bmxtted
herewith is a copy of Beecham's dissolution data. .-

Dr. Seife, this rather short filing was originally filed in May of 1974. Since then,
we have been asked to supply additional materials and/or data on three different
occasions. In all fairness, it would seem these requests could have been the
subject of a single request to avoid unreasonable delay.

In view of the age of the original filing, I respectfully request early review of the
data submitted herewith.

rnest W, Cornett
Manager, Regulatory Affairs

/be
Attachments

Certified Mail
Return Receipt Requested
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. 46%
EXECUTIVE OFFICES 501 FIFTH STREET, BRISTOL, TENNEZSEE 37620 615-764-5141

oA  RESUBMISSION
August 11, 1975 | NDA ORIG AMENDMENT.

Marvin Seife, M. D,

Director

Division of Generic Drug Monographs
Bureau of Drugs _

Food and Drug Administration
Rockville, Maryland 20852

Dear Dr. Seife: » -
Re: NDA 84-321 - Probenecid with Colchicine
Your letter of June 3, 1975 _ .

In response to the above referenced letter :equesting additional information,
the following is submitted.

Stability: By Amendment dated December 17, 1974, Beecham furnished the
analytical methodology used for stability testing of its probenecid with colchicine
tablets, Included therewith was accumulated stability data. Please note that

on page 7 of that Amendment there is a specification for tablet disintegration of
not more than' minutes, Disintegration testing has been performed at each
testing interval in the stability testing program. Submitted herewith are updated
accumulated stability testing data, including results of disintegration tests.

Noted in your letter of June 3 were comments and observations made by laboratory
personnel during their evaluation of the submitted methodology. Specifically,

the assay method was judged to be unauxtable for regulatory work, and certain

" questions were raised regarding the method used

to confirm the 1dent1ty of colchicine,

In the Amendment of December 17, Beecham submitted mem
analytically determine the intact colchicine molecule in its ity pr

(see pp. 7 and 8). The method employed _ _
Submitted herewith is a more detailed description of the
used by Beecham for both stability and quality control an
batches. A

ethod which will be
s1skﬁe fg&ux;;sfprog ction




) ‘
. ./é(/!‘//[é ///// —

DIVISION OF BEECHAM INC. BRISTOL, TENNESSEE 37620 RESUBM,S
NDA ORIG Atizpye

) Ay
EXECUTIVE OFFICES m 615-764-5141
501 Fifth Street

" NDA 84-321

N

December 17, 1974

Marvin Seife, M. D., Director
Division of Generic Drug Monographs
Office of Drug Monographs '
Bureau of Drugs

Food and Drug Administration
Rockville, Maryland 20852

Dear Dr. Seife:

Re: Probenecid and Colchici.ﬁe Tablets .
NDA 84-321 '

-~

This is to acknowledge receipt of your letter of November 26, 1974 in
which you requested additional information in reference to. our Abbreviated New
Drug Application for Probenecid and Colchicine Tablets, NDA 84-321.

For your convenience, the additional information is set forth in a sequence"
corresponding to the list of items included in your correspondence.of
November 26, 1974. Thus, the information given under Item 1 is our response
to the first item noted in your letter, etc. Each item is prefaced by a verbatim
excerpt from your letter.,

We will appreciate the consideration of the enclosed submission at your
earliest convenience, and trust that you will now be able to take favorable

a_ction on NDA 84-321,

Sincerely,

.

orning
Regulatory Affairs Coordinator

/be

Attachments

Certified Mail
Return Receipt Requested
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OIVISION OF BEECHAM INC. BRISTOL, TENNESSEE 37620

| NDA ORIG AMENDMENI
EXECUTI'VE OFFICES | | . m | LEPL 615-764-5141

501 Fifth Street

NDA 84-321

September 5, 1974

Marvin Seife, M. D.

Director

Generic Drug Staff

Office of Scientific Evaluation
Bureau of Drugs

Food and Drug Administration
Rockville, Maryland 20852 t

Dear Dr. Seife:

Re: Probenecid and Colchicine Tablets
NDA 84-321

This is to acknowledge receipt of your letter of July 19, 1974, in
which you requested additional information in reference to our.
Abbreviated New Drug Application for Probenecid and Colchicine
Tablets, NDA 84-321.

For your convenience, the additional information is set forth in a

sequence corresponding to the list of items included in your correspondence
of July 19, 1974. Thus, the information given under Item 1 is our response
to the first item noted in your letter, etc. KEach itermn is prefaced by a
verbatim excerpt from your letter. '

We trust that the additional information provided in the enclosed submission
will permit you to take prompt and favorable action on NDA 84-321.

Sincerely,

. Lee Horning
Regulatory Affairs Coordinator
Enclosures 7 o

Certified Mail
Return Receipt Requested

e“/’ 4f\/,.r~- h .A'~.-,



 Phiarmacoudioal

DIv. OF BEECHAM INC. BRISTOL, TENN. 37620

EXECUTIVE' OFFICES
ANDA

May 16, 1974

Genenc Drug Sta,ff

Office of Scientific Evaluation’
Bureau of Drugs

Food and Drug Administration
Rockville, Maryland 20852

Gentlemen:

Re: Probenecid and Colchicine Tablets
Abbreviated New Drug Application

ABBPEV\ATED
NEW DRUG APPLICA ATION.

615-764-5141

445>

Submitted herewith in triplicate is an Abbreviated New Drug Application

for Probenecid and Colchicine Tablets.

The application is being submitted pursuant to Section 505(b) of the
Federal Food, Drug and Cosmetic Act, and 8130. 4(f) of the regulations
promulgated thereunder; and as further provided for in the Federal.
Register of July 28, 1972, 37:15189, Desi 12383, entitled "Combmatlon

Preparation containing Probenecxd and Colchicine. "

" Enclosed also is an Environmental Impact Analysis Report'submitted as

part of the Abbreviated New Drug Application.

We will appreciate the review of the enclosed submission at your earhest

convenience,

Sincerely yours,

Lee Hormng ;

Regulatory Affairs Coordinator
Enclosures

Certified Malil
Return Receipt Requested

@ MAYZ 0 1974
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Beecham- -
: laboratories

EXECUTIVE OFFICES 501 FIFTH STREET, BRISTOL, TENNESSEE 37620 615-764-5141

ANDA 84-321

March 9, 1982

Division of Generic Drug Monographs (HFD-530)
Office of Drug Monographs

Bureau of Drugs - wnﬂmm
Food and Drug Administration ; w

5600 Fishers Lane
Rockville, Maryland 20857

RE: ANDA 84-321
Probenecid with Colchicine Tablets

¢

Gentlemen:

We voluntarily request withdrawal, without prejudice to any future filing, .
of our approved New Drug Application for Probenecid with Colchicine Tablets,
ANDA 84-321. . ‘

The product has never been marketed.

Sincerely,

S [ffrrnig

Lee Horning
Regulatory Affairs Coordinator

LH/pjib
CC: Mr. L. P. Olon

CERTIFIED MAIL P271821364
RETURN RECEIPT REQUESTED




Beecham |

’ laboratories

EXECUTIVE OFFICES 501 FIFTH STREET, BRISTOL, TENNESSEE 37620 615-764-5141

April 3, 1981

I
WITHDRAWN
Marvin Seife, M.D., Director
Division of Generic Drug Monographs (HFD-530)
Bureau of Drugs
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Dear Doctor Seife:

Re: NDA 84-321 - Probenecid with Colchicine Tableé; .

We are hereby requesting that our abbreviated new drug application *for the
above referenced product be withdrawn without prejudice to a subsequent
filing. This action is being taken because of a lack of commercial interest
in the drug at this time.

However, inasmuch as we plan to resubmit an NDA for this product should
future circumstnaces so warrant, we cannot be said to have abandoned this
drug or our application. Accordingly we consider the information submitted
under NDA 84-321 to be trade secrets within the meaning of 21 CFR 20.61, and
with respect to this information, hereby claim the exemption and protection
from public disclosure provided by said section, as well as by 21 CFR 314.14.

We will greatly appreciate your consideration of this request and any sub-
sequent action on your part which is consistent with its intent.

Yours sincerely,

>y
wrence P. Olon

Director, Regulatory Affairs
LPO/dg : : Q'EC E/

cc: Dr. D. R. Christian
Vice President, Scientific Affairs




tiie Commissiozer of Fuod and Drugs (21
CFR2.:20).
Deled: July 11, 1972,

Sam D. Tar,
Associaie Coinmissioner
Jor Compliarce.
[FR Doc.72-11720 Piled 7-37-T72:8:48 s }

[DEST 12177}

COMEIMATION DRUG CONTAINING
METHSCOPOLAMINE RESIN AND
ETHAQUALONE RESIN

Drugs for Human Use; Drug Efficocy
Study Implementation

The Food and Drug Administreiion
has evaluated a report received from the
National Academy of Sciences-National
Research Council, Drug Efficacy Study
Group, on the {ollowing anticholinergic-
sedative drug:

Dimezhacol Capsules containing roeth-
scopolamine resin and mewhaqualone
resin (formerly called Akalon-T 'S’ Cap-
sules and Akalon-T ‘13" Capsuiss);
Strasenburgh Laboratories. Division
Pennwait Com., 733 JeHerson Road,
Rochester, N.Y. 14€23 (NDA 12-177).

Such drugs are resarded as new drugs
(21 USC. 321ip)). The effectivene:ss
classification and mancetmg status are
descrited below.

A. Effectiveness classificafion. The
Food and Drug &émipistration has con-
sidered the Academy’s repord, a; well as
other available evidence, and conciudes

t this combiration diug is pessibly

MITE 10T 1S tabeled ncicstions,

5. Merkeung stafus. Markeurs of
such diug with labeling which recom-
mends or siggezis its use for indications
for which it has heen ciassified as possi-
bly elfective mm=ay be continued fzr 6
months as described in paragraphs (d},
(e), and () of tne notice “Conditions for
Marketing New Drugs Evaluated in Drug
Eficacy Study,” published in the PenzRaL

REeersTer July 14, 1970 (35 FR. 11972,,
" A copy of the Academy's report has
been furnished to the irm referred to
above. Communications forwzrded in re-
sponse to this asnouncemeunt shouid be
1dentified mm the reference number
DEGSI 12157, directed {o the attention of
the a.ppropriate office listed belnw, and
addressed to the Food and Drug Admin-

istration, 5600 Phlhen Lane, Rockville,

"Md. 20852:

Supplements (identify with ND& numhe™):
Ofice of Sclentific Evaluatiom (BD-109),
Bureau of Drugs. -

Nriving new.dmig appiieations: OTece of
Scientific Evaiuailon (BD-160j, Burean of

Drugs.

Requests for the Academy’s report: Drug
EmMcacy Study Infarmation Comtrol {BD-
67). Bureau of Prugs.

All other communications regarding this an-
nouncement: Drug Efficacy Study Imple-
mentation Project Office (BD-60), Bureau
of Drugs.

Thiis notice s issued pursuant to v‘*o-
vizions of the Federal Food, Drue. and
<meric Act i.2cs. 502, 333, 5 ~::>'
H0-32, es amanded: 21 .S .C. 2532 2553+
o wmeer the galhorit s delerated 1o the

FEDERAL REGISTEX,

"[FR Doc.T2-

NOTICES

Commissiores of Food and Drugs (21
CFR 2.120).
Dated: Jaly 11, 1972.
Sam L. T1

Asanriiie Comanls i
for L"awmlumce.

11721 Filed 7-27-72:8:43 am] .

——e

|DESL 12383)

COMBINAT'VN PRETARATION CON-
TAINING PROBENECID AND COL-
CHICINE

Drugs for Human Use; Drug Efficacy
Study implementotion

The Food and Drug Admiuistration
has evaluated a report received from the
Natinnal Accdomy of Sciences-Nalional
Research Courncil, Drug Edicacy Study
Group, ot the following drug:

ColBenemid Tablets containing pro-
benecid and colchicine; Merck Sharp &
Dohme, West Point, Pa. 19436 (NDA
12-383).

Such drigs are regarded as new drugs
(21 U.S8.C. 321(p)). Supplemental new-
drug spplcetions are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. A new-drug 2pplication is required
from any person marketing such drug
without aporoval.

A. Effectireness classification.
Food and Drug Admiagistration has con-

*sidered the Academy's report, as well as

other avaiiable evidence, and ccncludes
that vrobenecid with colchicine is effec-

‘tive for the Uristmuent of clirouic goutly

arthritis when ccemplicated by frequent,
recurrent, acute attacks of gout.

B. Conditions jor approval and mar-
keting. The Food and Drug Administra-
tion is prepared to approve jhirgvipt
pew.-drux zopiications and ‘.bbre\ iated
fuppiements w previously approved
new-druig applications under conditions
described herein.

1. Form of drug. Probenecid with col-
chicine preparations are in tablet form
suitable for oral administration.

2. Labeling conditions. a. The label
bears the statement, “Caution: Federal
law prohibits dispensing witliout pre-
scription.™

b. The drug is labeled to comply with
all requirements of the Act and regula-
~tions, and ihe labeling bears ~dequate

information for safe and eflective use .
of the druz. The “Indications” s.e\tion is’

as follgws:
I+ 2ICATIONS
Four the reatment of chronic gouty arthri-
tis wien cumpucuned by Irequent recirrent
acute attacks ol gout.

3. Marketing stclus. Marketing of such
drugs may be continued under (l:e con-
ditions described in the notice entitled
“Conditions for Marketing New Drugs
‘Evaluated in Drug Efficacy Study.” pub-
"Lsiizd in the Fonreay BecISTED,

1950 +35 F.n, 11275, as follows:

a. For 1niders o; “decmed upproved”
TEW-GIUT < f{e., on uppliea-
tinn which heca -.‘9 e*"f:ti'.—'e on the basis

Yol 37, NO.

..
The~

July 14,

130Ny

of safetr prior to Cotober 10, 1952V, ke
submission of a supblement for reviso
labeling and an abbreviated sundiement
for upsarine infarmation s deserihed in
paragrapns (ajyily ) oand iy of ihwe
netice of july ié, 103,

b. For any person vho does not hold
an approved or effective new-drug sap-
plication, the submiscion of an abbie-
viated new-drug application as described
in parazraph () (3) (i) of that notice.

c. For any distributor of the drur, the
use of labeling in accord with this on-
nouncement for any such drugz shipped
within the jurisdiction of the Act as de-
scribed in paragraph (h) of that noticc.

A copy Of ine Aczidemy’s report has
been furmished to the Himi refeired to
above. Communizations forwarded in re-
sponse to this annouacement should be
fdentified with th2 refersnce unumber
DESI 12383, directed to the astention of
the appropriate oftice lisied belew, and
addressed to the Food and Drusy Admin.
istration, 5€00 Fishers Lane, Rockville,
Md. 20852:

Supplements (ldentify with NDA number):
Ofce of Scilentific Evaluatlon (BD-100),
Bureau of Drugs. .

Original sbbreviaied rcew-drug spplications
(icdentify as= such): Drug Eficacy Study
Impiementation Project Office (BD-GO),
Bureau of Drugs.

Request for the Academy’s report: Drug Ef-
ficacy Study Information Coutrol (8D-G7),
Bureau of Drugs. £

All oiber communications regarding this an-
nouncenient: Drug Efficacy Studg- Imvypie-
mentation Project Otlice (BD—"-O), Bureau
of Drugs,

L d

This nofice ‘s tssued pursuant to pro-
visions of the Federnl Fend Drug, 2
Cousmeiic ACE Secs. 5uZ, dUn, HZ His
105053, as amended: 21 C.5.2 332, 2351 .
and under the authority d=ivrated to o
Conimissioner of Food and Drugs (21
CFR 2.120). :

Datad: July 11, 1972.

Sax D, Ting,
Associate Corrmussioner
for Caingliunce.
[FR Do:.72-11723 Flled 7-27-72;8:43 em)

mmisso’n
PARENTERAL MERCURIAL SIURETICS

Orugs for Human Use; Drug Efficacy
Study Implementation

The Food and Drug Administration
has evaluated reports reccived from the
National Academy of Scignces-Nation:l-
Research Council, Druy Efficacy Study
Group. on the followire mareurinl dinvet-
1cs [or parenierad use:

1. Cunmertilin Injeciable, containing

_mercumatilin; Endo Labaratcries. Inc.,

subsidiary of E. I. du Pont de Nemon:s &
Co., Inc., 1000 Stewart Avenue, Carden
Citv, N.Y. 11539 (NDA 7-5i9).

2. Thiomerin Injection and Thiomerin
Lyophi.ized Powder for Injection. con-
taining sodium mer‘.arton‘erm er‘h
Lahoratories, Divisicu S
Praducts Corn., Pest Oc
Pusadelphia, Pa.. 181 NSy

3. Wercuhivdrin In}

Ao Vesnisdme ¥ ploazite ¥ oo mams i
morelarnile,; LACL T ! & ,

145—-FRIDAY, JULY 28, 1972




